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AMENDMENT IN REPLY TO ACTION OF FEBRUARY 9. 2006 
Please amend the above-identified application as follows: 
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Amendments to the Claims : 

This listing of claims replaces all prior versions and listings of claims in the application: 

Listing of Claims : 

1. (canceled) 

2. (withdrawn) A composition comprising microspheres, wherein said microspheres have a wall 
thickness of 100 to 500 rmi, and a bulk density of no more than 0.1 g/cm*^. 

3. (withdrawn) The composition according to claim 2, wherein the mean geometric particle size 
of said microspheres is less than 20 fim. 

4. (withdrawn) A composition comprising microspheres, wherein said microspheres have a wall 
thickness of 43.5 to 261 nm. 



5. (withdrawn) The composition according to claim 2 wherein the walls of said microspheres 
comprise albumin. 

6. (withdrawn) The composition according to claim 2 obtainable by spray-drying a wall-forming 
material in combination with a blowing agent. 

7. (withdrawn) The composition according to claim 2 wherein said microspheres comprise a 
bioactive agent. 

8. (withdrawn) The composition according to claim 7, wherein said microspheres comprise a 
protein or peptide. 
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9. (withdrawn) The composition according to claim 7, wherein said microspheres comprise an 
active agent selected from the group consisting of insulin, growth hormone and interferon. 

10. (withdrawn) An inhaler comprising an inhalable formulation of microspheres wherein said 
microspheres have a wall thickness of 100 to 500 nm, and a bulk density of no more than 0.1 



1 1 . (withdrawn) The inhaler according to claim 10, wherein the formulation comprises the 
microspheres as the sole or the predominant component thereof. 

12. (withdrawn) A method for pulmonary administration of a bioactive agent wherein said 
method comprises the administration to the lungs of a composition which comprises 
microspheres having a wall thickness of 100 to 500 nm and a bulk density of no more than 0.1 
g/cm^, wherein said microspheres further comprise a bioactive agent. 

13. (withdrawn) The method according to claim 12, wherein the mean geometric diameter of said 
microspheres is less than 20 |xm. 

14. (withdrawn) A method for pulmonary administration of a bioactive agent wherein said 
method comprises the administration to the lungs of a composition which comprises 
microspheres having a wall thickness of 43.5 to 261 nm and a bulk density of no more than 0.1 
g/cm^, wherein said microspheres further comprise a bioactive agent. 

15. (withdrawn) The method according to claim 12, wherein the walls of said microspheres 
comprise albumin. 

16. (withdrawn) The method according to claim 12, wherein said microspheres are obtainable by 
spray-drying a wall-forming material, in combination with a blowing agent. 



g/cm^ and wherein said microspheres comprise a bioactive agent. 



17. (withdrawn) The method according to claim 12, wherein said microspheres comprise a 
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protein or peptide. 

18. (withdrawn) The method according to claim 12, wherein said microspheres contain a 
bioactive agent selected from the group consisting of insulin, growth hormone and interferon. 

19. (withdrawn) A method for diagnosis wherein said method comprises administering to a 
patient in need of such diagnosis, a composition which comprises microspheres having a wall 
thickness of 1 00 to 500 nm and a bulk density of no more than 0. 1 g/cm'^. 

20. (withdrawn) The method according to claim 19, wherein the mean geometric diameter of said 
microspheres is less than 20 |xm. 

21. (withdrawn) A method for diagnosis wherein said method comprises administering to a 
patient in need of such diagnosis, a composition which comprises microspheres having a wall 
thickness of 43.5 to 261 nm and a bulk density of no more than 0.1 g/cm^. 

22. (withdrawn) The method according to claim 19, wherein the walls of said microspheres 
comprise albumin. 

23. (withdrawn) The method according to claim 19, wherein said microspheres are obtainable by 
spray-drying a wall-forming material, in combination with a blowing agent. 

24. (currently amended) A method for preparing microparticles, wherein said method comprises 
spray-drying wall-forming materials to form said microparticles, wherein said microparticles 
have a wall thickness of about 100 to 500 nanometers, said wall foming wall-forming m aterials 
include a therapeutic bioactive agent and said method further comprises inclusion of a blowing 
agent in the feedstock for spray-drying. 

25. (previously presented) The method according to claim 24, wherein said blowing agent is 
selected from the group consisting of ammonium acetate and ammonium carbonate. 
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26. (previously presented) The method according to claim 24, wherein said wall-forming 
material is albumin. 

27. (withdrawn) A composition comprising microspheres, wherein said microspheres have a wall 
thickness of 100 to 500 imi, and a bulk density of no more than 0.3 g/cm^. 

28. (withdrawn) The composition according to claim 2 wherein the bulk density is no more than 
0.05 g/cm^ 
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REMARKS 

Claim Amendments 

Claim 24 has been amended to correct a typographical error. 

Information Disclosure Statement 

Some of the references in the hiformation Disclosure Statement of November 9, 2005, 
were not considered. The applicant submits herewith an Information Disclosure Statement with 
the references that were previously not submitted along with additional references. The 
apphcant requests that the Examiner review the submitted references, initial the PTO-1449 and 
retum the initially PTO-1449 to the applicant. 

Rejections Under Section 103 

Claims 24 and 26 were rejected under 35 U.S.C. § 103(a) as being unpatentable over WO 
92/18164 ("Sutton") in view of WO 96/15814 ("Osbome"). The apphcant respectfully traverses. 

Claim 24 is directed to a method for preparing microparticles. The method comprises 
spray-drying wall-forming materials. The wall-forming materials include a therapeutic bioactive 
agent. The method further comprises inclusion of a blowing agent in the feedstock for spray- 
drying. Claim 26 depends from claim 24. 

Sutton describes preparing microcapsules from albumin (Abstract). The microcapsules 
are injected into a patient and are allowed to flow through the heart, lungs and veins (page 18, 
lines 13-20). Ultrasonic scanning equipment is used to image the microcapsules in the body to 
show unusual blood flow within the heart, valvular competence, chamber size, wall motion and 
indications of myocardial perfusion (page 17, line 21 -page 19, line 11). As noted by the 
Examiner, Sutton does not teach a blowing agent or a bioactive agent as an additive in a spray 
drying solution. 

Osborne describes a process for forming microcapsules from albumin for ultrasound 
echogenic contrast agents (Abstract). Osbome also fails to teach using a bioactive agent. 
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Both Sutton and Osborne fail to suggest or disclose therapeutic agents or spray-drying 
wall-forming materials including a therapeutic bioactive agent therapeutic bioactive agent to 
form a microparticle. Applicant agrees with the Examiner that "Sutton does not specify the use 
of a blowing agent or a bioactive agent as the additive in the spray drying solution" (Office 
Action page 4). However, the appKcant does not agree with the Examiner's rejection based on 
the teachings of Sutton. The Examiner argues that "One would have been motivated to add a 
bioactive agent such as a contrast agent or a magnetic resonance imaging agent to the spray 
solution. A skilled artisan would have been motivated to do so since Sutton teaches the 
microcapsules are utihzed for imaging areas in the body and the inclusion of a contrast agent or a 
magnetic resonance imaging agent would further enhance the imaging process" (Office action, 
pages 5-6). The applicant respectfully disagrees with the Examiner's interpretation of a contrast 
agent or a magnetic resonance imaging agent as a bioactive agent. While these agents enable a 
scanner to image the agent within the body, these agents are not necessarily bioactive. Further, 
the Examiner has ignored the adjective "therapeutic", as required by claim 24. A contrast agent 
or a magnetic resonance imaging agent is not intended to be therapeutic, but is rather used to 
help diagnose or monitor a patient's condition. Thus, both Sutton and Osborne fail to suggest 
using a therapeutic bioactive agent. Moreover, nothing in Sutton or Osbome would motivate one 
to add a therapeutic bioactive agent to the microcapsules of either Sutton or Osbome or a 
combination thereof. Thus, applicant submits that no prima facie case of obviousness has been 
made with respect to claims 24 and 26. 

In addition, claim 39 of U.S. Patent No. 6,416,739 ("Rogerson") recites a method for 
preparing microparticles, wherein the method comprises spray-drying wall-forming materials 
and inclusion of a blowing agent in the feedstock for spray-drying. Claim 39 includes some of 
the limitations of appHcant's claim 24. According to the Examiner's arguments, Sutton and 
Osbome could have been used to reject Rogerson's claim 39. Accordingly, the office action 
including the rejection of applicant's claims should have been signed by the TC Director (See 
MPEP§ 1003). 

Claim 25 is rejected as being unpatentable over Sutton in view of Osbome in view of 
U.S. Patent No. 2,797,201 ("Veatch"). The applicant respectfully disagrees. 

Claim 25 depends from claim 24 and necessarily includes the limitations of claim 24. 
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Veatch describes making hollow particles for low density products, such as linoleum and 
floor tile, as aggregate in concrete and plaster, plastic foam, gaskets, seals, buoys, flotation 
equipment, boat hulls and other items (col. 10, lines 27-49). 

Veatch does not suggest or disclose a therapeutic bioactive agent. Because each of 

Sutton, Osborne and Veatch fail to suggest or disclose spray-drying wall-forming materials 
including a therapeutic bioactive agent therapeutic bioactive agent to form a microparticle, 
applicant respectfully submits that no prima facie case of obviousness has been made for claim 



Moreover, Veatch could have been used to reject claim 39 of Rogerson. Veatch 
describes forming particles with sizes of about 25-250 microns, out of film forming material and 
a blowing agent (col, 2, lines 21-41, col. 3, lines 4-29, col. 4, lines 65-67). Spray drying is used 
to form the particles (col. 4, lines 4-7). Because Veatch could have been used to reject claim 39 
in Rogerson, the office action including the rejection should have been signed by the TC Director 
(SeeMPEP§ 1003). 

Claims 24 and 25 are rejected under 35 U.S.C. § 103(a) as being unpatentable over U.S. 
3,957,964 ("Grimm") in view of U.S. Patent No. 4,180,593 ("Cohan") or vice-versa. The 
appUcant respectfully disagrees. 

Grimm describes forming dentifrice, or toothpaste, having encapsulating shells or 
coatings therein (Abstract). The encapsulating material can be a synthetic organic polymeric 
plastic (coL 3, lines 38-41). Materials that might be unstable when distributed throughout the 
dentrifice, such as fluorides, antibiotics, bactericides and colorants, are encapsulated for release 
when a user brushes with the dentifrice (col. 2, lines 9-13 and 68 and col. 3, lines 1-28). When 
chemical interactions with the material are to be avoided, the encapsulation provides a barrier 
between the encapsulated material and the dentrifiice matrix (col. 3, lines 1-27). 

Cohan describes forming blown beads which comprise an edible film forming food 
material (col. 2, lines 14-18). 

Both Grimm and Cohan fail to teach or suggest spray-drying wall-forming materials that 
include a therapeutic bioactive agent. Grimm suggests forming capsules that have antibiotics 
surrounded by a wall of polymeric plastic. Grimm encapsulates a nucleus of antibiotics, or other 
unstable substance, to keep the material from being exposed to the surrounding environment. To 



25. 
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put the antibiotics in the coating would be counter to Grimm's purpose. A modification that is 
counter to the purpose of a prior art reference does not provide adequate motivation for an 
obviousness rejection (MPEP § 2143.01 V "If a proposed modification would render the prior art 
invention being modified unsatisfactory for its intended purpose, then there is no suggestion or 
motivation to make the proposed modification. In re Gordon, 733 F.2d 900, 221 USPQ 1 125 
(Fed. Cir. 1984)). Cohan is silent regarding a therapeutic bioactive agent. For at least these 
reasons, the applicant submits that no prima facie case of obviousness has been made with 
respect to claims 24 and 25. 

Moreover, according to the Examiner's arguments, Grimm and Cohan could have been 
used to reject claim 39 of Rogerson. Because the Examiner used Grimm and Cohan to reject 
appUcant's claim 24, the Examiner would have similarly rejected claim 39 in Rogerson. Thus, 
the office action including the rejection should have been signed by the TC Director (See MPEP 



Applicant respectfully requests that the obviousness rejections be withdrawn. 
Double Patenting Rejection 

Claims 24-26 were rejected under the judicially created doctrine of obviousness-type 
double patenting as being unpatentable over claim 34 of U.S. Patent No. 6,565,885. AppHcant 
respectfully requests that the Examiner hold this rejection in abeyance until the claims are 
determined otherwise to be allowable. 

Please apply the one-month extension of time fee in the amount of 120.00 and any other 
required charges or credits to deposit accoxmt 06-1050. 



§ 1003). 



Respectfiilly submitted. 
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